Retinol-binding protein (RBP), the principal carrier for vitamin A, is known to form a complex with transthyretin (TTR) for transport in plasma. Individuals from a kindred with the amino acid substitution of serine for isoleucine at position 84 (Ser84) of the TIR molecule show substantial reduction in plasma concentrations of RBP. In the present study, we measured plasma RBP in indMduals from several kindreds, demonstrating 17 different point mutations within the TTR gene. In each case, these mutations caused single amino acid substitutions at various positions throughout the TTR molecule. Of all the individuals examined, only those with mutations causing amino acid substitutions at position 84 of the TIR molecule (Ser84 and Asn84) demonstrated substantial decreases in plasma concentrations of RBP. These results suggest that the isoleucine at position 84 on the TTR molecule may be critically involved in mediating RBP binding. Further, these findings demonstrate the importance of considering TTR gene mutations when clinically evaluating patients with low RBP.
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Retinol-binding protein (RBP), a 184-amino-acid-residue 21-kDa protein (1) , is synthesized in hepatocytes and plays a role in the transport of vitamin A alcohol (retinol). 6 Ordinarily, RBP binds to transthyretin (rl'R) for transport in plasma, and thus is found primarily as a complexed holoprotein (2) . Upon delivery of vitamin A to the target membrane, RBP dissociates from 'ITR (3). RBP has a very short half-life in blood, suggesting that RBP not bound to TFR is subject to rapid glomerular ifitration (4, 5 To establish the accuracy of this ELISA, we measured RBP in 24 human plasma samples both by this ELISA and by a previously reported radial immunodiffusion assay (CalBiochem, San Diego, CA) (7) . The values 96-well microtiter plates as above. After being blocked with 30 gIL BSA, the plates were incubated with plasma samples, diluted 1:100 000, for 3 h at room temperature. After washing, the plates were incubated for 2 h at room temperature with alkaline phosphatase-conjugated antihuman VFR (The Binding Site), followed by color development as above. Pooled human serum was used for assay calibration.
To establish the accuracy of this ELISA, we measured #{182}VFR in 24 human plasma samples both by this ELISA and by radial immunodiffusion (CalBiochem) (7) . The values obtained by these two methods were positively correlated (Pearson r = 0.92, n = 24). (Fig. 1) .
Effect of Several TTR Gene Mutations on RBP Concentration
Mean plasma 'lTR and RBP in the controls were 371 
